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Licensing and Market Availability Plans

Currently in phase Il clinical development.

Summary

Durvalumab in combination with carboplatin and paclitaxel and/or olaparib is currently in clinical
development for the treatment of endometrial cancer. Endometrial cancer, also referred to as
uterine or womb cancer, is the presence of cancer cells on the lining of the womb. It is the 4th
most common cancer among women in the UK. Symptoms of endometrial cancer include
abnormal bleeding from the vagina, pain during sex, and lower back pain. Increasing age and
higher levels of oestrogens are some of the risk factors associated with endometrial cancer. There
is an unmet need for advanced treatments that offer survival benefits among endometrial cancer
patients.

Durvalumab is a type of protein (monoclonal antibody) administered by intravenous infusion to
increase the ability of the immune system to kill cancer cells. Medicinal products with similar
mechanism of action have shown enhanced antitumour activity. If licensed, durvalumab in
combination with carboplatin and paclitaxel and/or olaparib will offer an additional treatment
option for endometrial cancer patients.

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a definitive
statement on the safety, efficacy or effectiveness of the health technology covered and should not be used for commercial purposes
or commissioning without additional information. A version of the briefing was sent to the company for a factual accuracy check.
The company was available to comment.
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Proposed Indication
I Maintenance therapy for newly diagnosed advanced or recurrent endometrial cancer.? I

Technology
iy

Durvalumab (Imfinzi, MEDI4736) is a fully human, immunoglobulin G1 kappa (IgG1k) monoclonal antibody
that selectively blocks the interaction of programmed cell death ligand-1 (PD-L1) with PD-1 and CD80.
Expression of PD-L1 protein is an adaptive immune response that helps tumours evade detection by the
immune system. The selective blockade of PD-L1/PD-1 and PD-L1/CD80 interactions enhances
antitumour immune responses and increases T-cell activation.?

In the phase Il clinical trial (DUO-E, NCT04269200), patients were randomised to carboplatin and
paclitaxel IV (intravenous) with durvalumab IV 1120 milligrams (mg) once every 3 weeks for 6 cycles
followed by durvalumab IV 1500mg once every 4 weeks and placebo tablets twice daily; or carboplatin
and paclitaxel with durvalumab IV 1120mg once every 3 weeks for 6 cycles followed by durvalumab IV
1500mg once every 4 weeks and olaparib 300mg tablets twice daily.®

Key Innovation

PD-L1 protein acts to switch off immune cells that would otherwise attack the cancer cells.* Durvalumab
attaches to and blocks the effects of PD-L1, thereby enhancing the immune system’s ability to attack the

cancer cells and slow down disease progression.* Previous clinical trials have demonstrated antitumour
activity of PD-L1 blockers such as durvalumab.?

There is an unmet need for advanced treatments that offer progression-free survival (PFS) and overall
survival benefits among endometrial cancer patients.® If licensed, durvalumab in combination with
carboplatin and paclitaxel and/or olaparib will provide an additional treatment option for patients with
endometrial cancer.

Regulatory & Development Status

Durvalumab as a monotherapy has Marketing Authorisation in the UK for the treatment of locally
advanced, unresectable non-small cell lung cancer (NSCLC) in adults whose tumours express PD-L1 on
21% of tumour cells and whose disease has not progressed following platinum-based chemoradiation
therapy. It is also licensed in combination with etoposide and either carboplatin or cisplatin for the first
line treatment of adults with extensive-stage small cell lung cancer (ES-SCLC). Durvalumab in combination
with gemcitabine and cisplatin is indicated for the first line treatment of adults with locally advanced,
unresectable, or metastatic biliary tract cancer (BTC). 2

Durvalumab is in phase Il and Il clinical development for several other indications such as:®
e Lung Cancer
Breast Cancer
Renal Cell Cancer
Bladder Cancer
Oesophageal Cancer
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Patient Group
I Disease Area and Clinical Need I

Endometrial cancer, also known as uterine or womb cancer, is the presence of cancer cells on the lining of
the womb (endometrium).® Advanced uterine cancer refers to cancer that has spread into the surrounding
tissues or organs and is unlikely to be treatable.” Recurrent uterine cancer refers to cancer that has
returned after primary treatment.® The most common symptom of endometrial cancer is abnormal
bleeding from the vagina.® Other symptoms of endometrial cancer include pain during sex, swelling
between the stomach and hip bone, and lower back pain.” Although the specific cause of endometrial
cancer is unknown, development of the disease has been associated with higher levels of oestrogen.’® Age
is also a significant risk factor, with most cases occurring in women aged between 40 and 70 years old.1°
Other risk factors include being overweight or obese, previous history of taking tamoxifen (breast cancer
medication), women who have not had children, polycystic ovary syndrome and high insulin levels.°

Endometrial cancer is the 4™ most common cancer among women in the UK.1° There were approximately
9,700 new cases in the UK between 2016 and 2018.%! The age-standardised incidence rate in the UK for
endometrial cancer (2016-2018) was 29.7 per 100,000 in females.!! In England, between 2013-2017, the
age-standardised average 5-year overall survival rate among women was 76%.'?> From 2017-2019 in
England, the mortality rate of endometrial cancer was 2,005 per 100,000 female population.®® In England,
2021-22, there were 18,420 finished consultant episodes (FCE) and 17,317 admissions for endometrial
cancer (ICD-10 code C54.1) which resulted in 27,566 FCE bed days and 9,644 day cases.'*

Recommended Treatment Options

NICE currently recommends the following therapies for the treatment of endometrial cancer:
e Laparoscopic hysterectomy.'®
e Dostarlimab for previously treated advanced or recurrent endometrial cancer with high
microsatellite instability or mismatch repair deficiency.®

The European Society for Medical Oncology (ESMO) also recommends carboplatin in combination with
paclitaxel for the treatment of endometrial cancer.’

Clinical Trial Information

NCT04269200, EudraCT 2019-004112-60; A Randomised, Multicentre, Double-
blind, Placebo-controlled, Phase Il Study of First-line Carboplatin and Paclitaxel
in Combination With Durvalumab, Followed by Maintenance Durvalumab With
or Without Olaparib in Patients With Newly Diagnosed Advanced or Recurrent
Endometrial Cancer (DUO-E)

Phase llI- Recruiting

Location(s): Eight EU countries, USA, Canada and other countries

Primary completion date: September 2023

Trial Design Randomised, parallel assignment, double-blind, placebo-controlled

N=699 (estimated); female adults (=18 years old); histologically confirmed
Population diagnosis of endometrial cancer (must be newly diagnosed stage lll, IV, or
recurrent)
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Intervention(s) Durvalumab IV with carboplatin and paclitaxel IV once every 3 weeks for 6 cycles
followed by durvalumab IV once every 4 weeks + olaparib orally twice daily.
Comparator(s) Carboplatin and paclitaxel and placebo

Primary Outcome measures:
e Progression-free survival for Arm B vs Arm A and Arm C vs Arm A
Outcome(s) [Time Frame: Up to 4 years]

See trial record for full list of other outcomes

Results (efficacy) - |
Results (safety)

Estimated Cost

The NHS indicative price (hospital only) of durvalumab concentrate for solution for infusion vials is £592
for 120mg/2.4ml and £2,466 for 500mg/10ml.*®

Relevant Guidance
NICE Guidance

NICE technology appraisal in development. Dostarlimab with carboplatin and paclitaxel for treating
recurrent advanced endometrial cancer [ID3968]. Expected date of issue to be confirmed.

NICE technology appraisal in development. Pembrolizumab with lenvatinib for previously treated
advanced or recurrent endometrial cancer [ID3811]. Expected date of March 2023.

NICE technology appraisal. Dostarlimab for previously treated advanced or recurrent endometrial
cancer with high microsatellite instability or mismatch repair deficiency (TA779). March 2022
NICE interventional procedures guidance. Laparoscopic hysterectomy (including laparoscopic total
hysterectomy and laparoscopically assisted vaginal hysterectomy) for endometrial cancer
[IPG356]. September 2010

NHS England (Policy/Commissioning) Guidance

NHS England 2013-2014. Standard Contract for Complex Gynaecology: Specialist Gynaecological
cancers. E10/S/f

NHS England. 2013/14 NHS Standard Contract for Cancer: Chemotherapy (Adult). B15/S/a.
NHS England. 2013/14 NHS Standard Contract for Cancer: Radiotherapy (All Ages). BO1/S/a.

Other Guidance

European Society for Medical Oncology. Endometrial cancer: ESMO Clinical Practice Guideline for

diagnosis, treatment and follow-up. 2022.17

British Gynaecological Cancer Society (BGCS). Uterine Cancer Guidelines: Recommendations for
Practice. 2021.%7

European Society of Gynaecological Oncology (ESGO), the European Society for Radiotherapy and
Oncology (ESTRO), and the European Society of Pathology (ESP). ESGO/ESTRO/ESP guidelines
for the management of patients with endometrial carcinoma. 2020.%°

Copyright © National Institute for Health and Care Research Innovation Observatory, The University of Newcastle upon Tyne.

Page 4 of 6



Innovation NewcaStle
NIHR | G, b

Additional Information

References

1 ClinicalTrials.gov. Durvalumab With or Without Olaparib as Maintenance Therapy After First-
Line Treatment of Advanced and Recurrent Endometrial Cancer (DUO-E). Trial ID:
NCT04269200. 2020. Available from:
https://clinicaltrials.gov/ct2/show/study/NCT04269200?term=NCT04269200&draw=2&rank
=1 [Accessed 2 February 2023].

2 Electronic Medicines Compendium (EMC). Imfinzi 50 mg/mL concentrate for solution for
infusion. 2023. Available from:
https://www.medicines.org.uk/emc/product/9495#PHARMACODYNAMIC PROPS [Accessed
2 February 2023].

3 Westin SN, Moore KN, Van Nieuwenhuysen E, Oza AM, Mileshkin LR, Okamoto A, et al. DUO-
E/GOG-3041/ENGOT-EN10: a randomized phase lll trial of first-line carboplatin (carb) and
paclitaxel (pac) in combination with durvalumab (durva), followed by maintenance durva
with or without olaparib (ola), in patients (pts) with newly diagnosed (nd) advanced or
recurrent endometrial cancer (EC). 2020. Available from:
https://doi.org/10.1200/JC0.2020.38.15 suppl.TPS6108.

4 European Medicines Agency (EMA). Imfinzi. 2022. Available from:
https://www.ema.europa.eu/en/medicines/human/EPAR/imfinzi [Accessed 2 February
2023].

5 ClinicalTrials.gov. Search of: durvalumab, astrazeneca | Recruiting, Not yet recruiting,

Active, not recruiting, Completed, Enrolling by invitation Studies | Phase 2, 3 - List Results.
2023. Available from:
https://clinicaltrials.gov/ct2/results?term=durvalumab+%2C+astrazeneca&recrs=abdef&pha
se=12 [Accessed 2 February 2023].

6 Cancer Research UK. Womb cancer. 2022. Available from:
https://www.cancerresearchuk.org/about-cancer/womb-cancer [Accessed 3 February 2023].
7 Cancer Council NSW. Treating advanced cancer of the uterus. 2021. Available from:

https://www.cancercouncil.com.au/uterine-cancer/treatment/advanced-uterine-
cancer/#:~:text=Advanced%20uterine%20cancer%20is%20uterine,reduce%20symptoms%2C
%20such%20as%20pain [Accessed 20 February 2023].

8 Texas Oncology. Recurrent uterine cancer. 2023. Available from:
https://www.texasoncology.com/types-of-cancer/uterine-cancer/recurrent-uterine-cancer
[Accessed 20 February 2023].

9 National Health Service (NHS). Womb (uterus) cancer: symptoms. 2021. Available from:
https://www.nhs.uk/conditions/womb-cancer/symptoms/ [Accessed 3 February 2023].

10 Cancer Research UK. Risks and causes of womb cancer. 2022. Available from:
https://www.cancerresearchuk.org/about-cancer/womb-cancer/risks-causes [Accessed 3
February 2023].

Copyright © National Institute for Health and Care Research Innovation Observatory, The University of Newcastle upon Tyne.

Page 5 of 6


https://clinicaltrials.gov/ct2/show/study/NCT04269200?term=NCT04269200&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/study/NCT04269200?term=NCT04269200&draw=2&rank=1
https://www.medicines.org.uk/emc/product/9495#PHARMACODYNAMIC_PROPS
https://doi.org/10.1200/JCO.2020.38.15_suppl.TPS6108
https://www.ema.europa.eu/en/medicines/human/EPAR/imfinzi
https://clinicaltrials.gov/ct2/results?term=durvalumab+%2C+astrazeneca&recrs=abdef&phase=12
https://clinicaltrials.gov/ct2/results?term=durvalumab+%2C+astrazeneca&recrs=abdef&phase=12
https://www.cancerresearchuk.org/about-cancer/womb-cancer
https://www.cancercouncil.com.au/uterine-cancer/treatment/advanced-uterine-cancer/#:%7E:text=Advanced%20uterine%20cancer%20is%20uterine,reduce%20symptoms%2C%20such%20as%20pain
https://www.cancercouncil.com.au/uterine-cancer/treatment/advanced-uterine-cancer/#:%7E:text=Advanced%20uterine%20cancer%20is%20uterine,reduce%20symptoms%2C%20such%20as%20pain
https://www.cancercouncil.com.au/uterine-cancer/treatment/advanced-uterine-cancer/#:%7E:text=Advanced%20uterine%20cancer%20is%20uterine,reduce%20symptoms%2C%20such%20as%20pain
https://www.texasoncology.com/types-of-cancer/uterine-cancer/recurrent-uterine-cancer
https://www.nhs.uk/conditions/womb-cancer/symptoms/
https://www.cancerresearchuk.org/about-cancer/womb-cancer/risks-causes

11

12

13

14

15

16

17

18

19

20

NIHR | siaten ey Newcastle

University

Cancer Research UK. Uterine cancer incidence statistics. 2022. Available from:
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-
cancer-type/uterine-cancer/incidence#theading-Zero [Accessed 6 February 2023].

Cancer Research UK. Uterine cancer survival statistics. 2022. Available from:
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-
cancer-type/uterine-cancer/survivalt#theading-Zero [Accessed 6 February 2023].

Cancer Research UK. Uterine cancer mortality statistics. 2022. Available from:
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-
cancer-type/uterine-cancer/mortality#theading-Zero [Accessed 6 February 2023].

NHS Digital. Hospital Admitted Patient Care Activity, 2021-22. 2022. Available from:
https://digital.nhs.uk/data-and-information/publications/statistical/hospital-admitted-
patient-care-activity/2021-22 [Accessed 2 February 2023].

National Institute for Health and Care Excellence. Laparoscopic hysterectomy (including
laparoscopic total hysterectomy and laparoscopically assisted vaginal hysterectomy) for
endometrial cancer. 2010. Available from: https://www.nice.org.uk/guidance/ipg356
[Accessed 8 February 2023].

National Institute for Health and Care Excellence. Dostarlimab for previously treated
advanced or recurrent endometrial cancer with high microsatellite instability or mismatch
repair deficiency (TA779). 2022. Available from: https://www.nice.org.uk/guidance/ta779
[Accessed 8 February 2023].

Oaknin A, Bosse TJ, Creutzberg CL, Giornelli G, Harter P, Joly F, et al. Endometrial cancer:
ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up. Annals of Oncology.
2022;33(9):860-77. Available from: https://doi.org/10.1016/j.annonc.2022.05.009.
British National Formulary (BNF). Durvalumab: Medicinal forms. 2023. Available from:
https://bnf.nice.org.uk/drugs/durvalumab/medicinal-forms/ [Accessed 3 February 2023].
Morrison J, Balega J, Buckley L, Clamp A, Crosbie E, Drew Y, et al. British Gynaecological
Cancer Society (BGCS) uterine cancer guidelines: Recommendations for practice. European
Journal of Obstetrics &amp,; Gynecology and Reproductive Biology. 2022;270:50-89.
Available from: https://doi.org/10.1016/j.ejogrb.2021.11.423.

Concin N, Matias-Guiu X, Vergote |, Cibula D, Mirza MR, Marnitz S, et al. ESGO/ESTRO/ESP
guidelines for the management of patients with endometrial carcinoma. International
Journal of Gynecologic Cancer. 2021;31(1):12-39. Available from:
https://doi.org/10.1136/ijgc-2020-002230.

NB: This briefing presents independent research funded by the National Institute for Health and Care
Research (NIHR). The views expressed are those of the author and not necessarily those of the NHS, the
NIHR or the Department of Health.

Copyright © National Institute for Health and Care Research Innovation Observatory, The University of Newcastle upon Tyne.

Page 6 of 6


https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/incidence#heading-Zero
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/incidence#heading-Zero
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/survival#heading-Zero
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/survival#heading-Zero
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/mortality#heading-Zero
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/mortality#heading-Zero
https://digital.nhs.uk/data-and-information/publications/statistical/hospital-admitted-patient-care-activity/2021-22
https://digital.nhs.uk/data-and-information/publications/statistical/hospital-admitted-patient-care-activity/2021-22
https://www.nice.org.uk/guidance/ipg356
https://www.nice.org.uk/guidance/ta779
https://doi.org/10.1016/j.annonc.2022.05.009
https://bnf.nice.org.uk/drugs/durvalumab/medicinal-forms/
https://doi.org/10.1016/j.ejogrb.2021.11.423
https://doi.org/10.1136/ijgc-2020-002230

	 European Society for Medical Oncology. Endometrial cancer: ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up. 2022.17
	 British Gynaecological Cancer Society (BGCS). Uterine Cancer Guidelines: Recommendations for Practice. 2021.19
	 European Society of Gynaecological Oncology (ESGO), the European Society for Radiotherapy and Oncology (ESTRO), and the European Society of Pathology (ESP). ESGO/ESTRO/ESP guidelines for the management of patients with endometrial carcinoma. 2020.20

